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PAST OWINTtSORATWO ORAL DOSAGE FORM 

-me pram! mention relates to the field of fjrwmeceutlcaJ oraTty ingested solid dosage 
. Jorms. which aw designed to dtoeolve raptdty wlthtn the mouth. Currently two main 
taehoologlea are used to obtain such type of dosage forms: (1) The active tagmdfent to 
mtasd with wat.r-eolubte (Jluento end compressed on a tabtetJng rnachme at tow to medium 
compression force. This la the more oofwentlonai approach. (2) A suspension to prepared 
with the ectiv. inotedlent and appropriate eotdplento. The euspefwkm Is dispensed Into 
blister packs and froeis-drtod. 

Meny people ar» unwSUng endVor unable to awaicrw UfcM.. capavles or traditional solid 
dosage forms. One approach suttebl* for these persona the u»e of efhmroscent tabtoti or 
granules. However, the i»e ol erferveeoort tablets reqvkes preparatory steps before 
administration of the drug and the presence ot water and a suitable rnMng container, in 
addition, the manufacture and stability of effervescent tableta to often problematic. Another 
possfcBrty Is the use of a chewing gum or chewing tablet contftinlng a rr^lcament capable 
ot absorption through the buccal cavity. Substantial oTsadvantagee Inherent In such a 
d^very syr.m are that marry medicament, em not tutted for buccal absorption and that 
many persons are not able to chew gums or tablet* because of braces, dental work eta 
Furthermore, gums are often difficult to prepare. 

A more recent approach Is the OraSolV technology of the company dma. OrasoW to an 
oral dosage form, which Involves tncorporaOng microencapsulated druo tngredtonta Into a 
tablet that dissolves In the mouth without me need tor chewing or water. The Oraaolv* 
tablets are obtained by compression and packed Into spedaJ peel-off Water pack* because 
their meohenlcal resistance to insufficient *> normal blister packs. The OraSolv* tablets 
norrnaJty need 15 to 80 eoconds to dissolve In the mouth, which to longer than ideally ^ 
aspired to m rnodem fast melting oral dosage forms. The same dtoecVantoge of dtosolvlng 
not mpkfly ©hough tn the mouth Is common with many other approaches to last meWng oral 
dosage forms. 

A last dissolving (normally In 3 to 6 seconds) oral drug delivery system named Zydto" to 
known from the company R.P. Scherer. The principle of this technology ooneists In 
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prap^ino en aquaoue eu»pene1on olth.aoJv. Ingredlam end the •Kdptent., which H 
<fl,p.rwed into bUeter packt end tn* water removed by a freeze drying procaaa. The final 
product la obtainad by waling «he (Med product In apectaTpeet-off Water packs - Ilka 
OmaotV du. to lacWng rm»cnanical reelstenee In normd Nleter packe, A major 
«»dvantaoa of this Zoology Is the BmtMwnauroing and cottfy fi.axe-dryino procaaa. 
Furthfrmor., the *H.cflv«n»« <* a fraaza-drytng proc*» aNvey* depend* on the phyetoo- 
ohamleai parameter* of the active eubetanoes ueed. For certain active aubatancae. 
e^By aoch having • high aotubflity ki Mkr, » * therefor, dtmcutt or impose to apply 
e <rae~-ory.no prooeaa and con.aqu.ntly th* technology. Finally, the development ot units 
wim high doaaa <up to 500 mg or av*> 1000 iag» of ac«va Inyr^il^ ^or eomblnaBon. 
_of actlv. moradlanta b dtffteult or ImpoeaWe, reepacavety wW> We technology. 

■ma praaant Invention eddreeaei the noada iramttoned above and tha probtoma 
•ncounten* with cumxrty avaaabie lachnoioglaa. Tha exponas fn»~-drytng procaaa Is 
avoided. Tha nWactura of tha doeeoe form of th. Invantton Is almplo and suitable for a 
broad ranga of active ingredient, with dfflenwt phystotHJwmloal parameter., tor high dcaa 
unit form* (u p to e.g. 1000 mg, in partg^B OO mo, of acttva eubetanc o) and alao for 
combinations of active Ingredient*. 

Th. praaant Invention provide, a wild pharmaceutical dosage form adapted for direct oral 
administration. J... tor dir ect Inaanlon Into tha rn ouftplajjaflent TWa * partlcuterty useful 
» administration of medJcamsfrts to IndMduaJs who cannot Dr will not chow, audi •» 
dobfHtated patient, patients who have difficulty ewaJtowlng solid* and tha elderly. 

Therefore, tha praaant Invention routes to a eottd pharmaceutical dosage form for oral 
f administration, constating easentJally of 
(a) si toast ono active eubstanoe, <■ n n 

(o).t.aaat 0 n.n B ar. cU <L^~*~ f^b^^cVc^f 

(c) eTfeaMone binding agent and p°^^ r L U 

(d) j>ptigj)ally__uaua! auxHIartas. 

which doaaga fornTdWntegrataa whan taken Into the mouth within 15 eeoonde. preferably 
within 10 seconds, and espedafry wflhJn 5 aacondi. 
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r More precisely, the aofld pharmaceutical doeapa form eonalat* aaserttlany of a mixture, 
aspedafty a homogeneous mixture, of the components (a), <b), (c) and (d) mention* above. 



Active aubstance* aw especially phtrmaoeutJcafc but may be also, lor example, vitamin*, 
minerals or dietary auppiementa. Pharmaceuticals may Indude, wtthout limitation, anlaclde. 
enalgedcs, antHnllammetorte* , enUbtotlcs, laxative*, anorexics, annaatnmatlca. 
antkfluretlca. antlflatmentt, antimigraine egem*. antispasmodic*, sedatives, 
Brfihyporacltvas, tranqulo**. aitfNatamlnea. decongestant, betabtoekara, hormones and 
combinations thereof. Preferred acllva substances are analgesics and non-steroidal antt- 
\ inflammatory drugs, auoh as cftdofanac ketoproten. louprofen. aapWn or pamoatefnol or a 
I pharniecaufJcaly acceptable aalt thereof, and hwmonaa, e.g. mefrtonln. Especially 
preferred ia dteiatenac which may be present either as traa add or as a pharmaceutJcJIy 
^acceptable salt thereof, e.g. tha potassium or eodkim aalt 

The, mar can ba chosen from those known In the art Inducing mannltol, l actose, ca lcium^ 



i tuaMiiat a a . caddum sulphates. aucros» j>lueo» ». fr uctose , sorbito l a nd rfiW L It has baan 
found that a partlcuta/ty advamagaoua fTOer U mannftol. because It Is panloulariy vaaful In 
forming tha low density matrix of tha dosage form thai disintegrates rapidly wtthtn the 

\ tha suspension/solution Into tha bRsfers because of Its norvhygioscoplc character. T he filte r 
I ig usually praaant m an amount of at least 50 waighl-%, prafarabty at least 60 weight-%. 
and especially at Umst7 0v*elght-% « tha total doeage form. 

Tha binding agont (or WnOar) la prlmartfy uaed to gjvo aufUdant oonalatancy to the 
formulation to avoid breaking of the article whan removed from the bflstara and during 
handling. Binding agents that can be used Include pory ethylene g lycols, acacia, tnagacanth. 
atmrch. oeUutose materials, poh^ylpyrrotWonee. aJglnlc add or a aatt or an eater thereof, 
carrageenan gum. xanthan gum, gellan gum and the Ilka. Also gotadn cornea into 
consideration as a binder. 

Preferred as binding agents are polyethylene glycol*, oarregeenan gum, xanthan gum. 
patlan gum. starch, ceBuloss materlaJa. polyvinyl pyrreUdones. akjlnlc add or a aalt or an 
ester thereof, and also gelatin. 
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E*»daJly preforrad are polyathytane glycole end polyvviyfpyrmQdocwe. in particular, 
pdythy*** glycol, a.fcjpjgfry*"* glycol MOO- tawrt^he Wading agent I. utuggy 
pretont In an amount of from 0.1 up to 10 wtght-% elid'eapecleiry of from 0.2 up to 3 
weight-*, of tha total doeage form. 

Covered by the t-m, Mauri auxWarfa* a™. ^ aeM* tobrtow* They are prtmarfly un* 
to avoid atJddng of the drted product to the auifaca of tha mould- Cxampfa of lubrtcante 
which can bo uaad are talc megneetum atearate or caidum atearate. stearic add. 
ptfyrfhytarugryo*. aodum atearyl fumamta, hydwnatad vogete*. oil. a behen* .old 
d^tlva and 1na Bk«. It to bean fourwi th^ 

bahontc aold d^tvaflva - m particular talc - am especially usaful tubrtcanta In tha doeage 
forma of tha pfwsaot Invention. A benente acRI derivative Is e-g. glyceryl bohanate (ateo 
caliad nribehertrO wWch ooiraaponda to a mbaure of gtycerWes (meirty trtatycarWas) of 
Wty add* (mrinry behento add). Correeponding produc* on tha mertart Includo the 
CofoprtoT a«1« of me company Gattetoeaa (Franca). It uaed, tha fubneant b uauelly 

and especially In an amount of up to 10 *rtght-% of tha total <Joaega form. 

Tho doeage forma of tha pr«errt Invention may Include further auxrtUuto, (adjuvant*) known 
in tha art Including flavors, aromaa. eweetenere, colorant., buffering agent*, acidifying 
agents, dJiuant*. presan/etfvea and the «ke. 

Tha praaont Invention furthar rt^tompiMtovm^*^*™*"** 
dosage form for oral admlntetrafion of the Invention, which procaaa compneea 

(A) preparing a auepenalon or aofullon which contain* all ma components (a), (o). (c) j*d 

(d) of the doaaga form, ^ u 

r (B) dlapammg the tuaponaton or aohiMon Into moufda. cormepondlng In eiza and thape to 

1 that Of the pharmaceutical doeage form. 
(C) remov^no H~ ^^nt without apptytng ^freoze-frylnfl PWoe«- « " d 
(0 > moving the djed unto for etoragaln aultaWa oontalnere or eeeltng tham directly In the 

moulds. 
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Thus, the manufacture of the dosage form according to the present Invention Indudoe 
l preparing a suspension (or solution), whore the active Ingredient is dispersed or dissolved Jn 
'a servant together with all the othar components of «he composition, auch as ftflei*. binder* 
i and tha usual auxiliaries present Tha eotvent to ».g water, or a mixture of water with a co- 
solverrt, e.g. athano), or even a pure norvaqueoue sotvertf. e.g. athanot Tha active 
Inrjradtent ia normally used as tha pure substance In different crystalline forma but It can 
also be e.g. mlctoanoapsiiat** After preparation of the euepenelon (or eotutton), the latter 
to dtopeneed Into moulds, a .9. Wtotats. Thto may be dona either manually, seml- 
automalicaJly or automatically. 

Surprlttagry, It to possible to dry tha mould*, e-g. bisters. - that to to remove lha aoJv»nt(a) - 
without applying a.ba«i»H*Y^.P'w?«|. ■» ***** •* Zydte * teohnotofly 01 *"* 

prior art Thto can ba done, for example, by *»>P»» ««^* loom twnporetura or at 
alavatad temperatures, or by atoraga at room temperature or at elevated temperature* 
lavjar raduoad pressure, or by applying microwave radiation, or by applying microwave 
radiation under reduced pressure. Tha evaporation normally Is dona at a temperature of 
from 10 up to OTC, e.g. at room temperature between 1 5 and 28'C, or by heating op to 
BOX. especially up to 50*C. Under reduced pressure* preferably means pressures ol from 
0.1 mbar up to 20 0 mbar. but etoojiighvacuum, e.g. 0.001 to 0.1 mbar. to poanlble. When 
rrtcrowava radUtfton to applied, IhJe to prefemWy dons in a eyetem that la able to work 00- 
ina (continuously) during the manufacturing proosaa. The process to simple and eutaWo Tor 
a broad range of active Ingredient* with different prry»fc©-chernk*l parameters, for high 
doae unit forme (up to 1 000 mg. m particular 500 mg of active substa nce) and also tor 
oomblnatlona of active Ingredients. 

. From tha. above-said H has become dear thai the dosage form of tha present Invention Is 
manufactured without applying any compression force to tha mixture of tha components (a), 
(b), ( C ) and (d). As a result of the particular prooaaa ol manufacture used, the doaaga form 
of the Invention normally has a density of WO/IOOO rog/ml, prefetefrlyJMfcgpO mg/fnl. mora 

) pnjferably 600-900 mg/ml, or 400-800 mg/ml Thto to a density that to much tower than tha t 
of compressed doaaga forma 8ke normal UWtt* etc, (having denaitjM of above 1000 
mg/ml). As a result ol its unusually low density, the dosage form of the Invention 
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^ m»n *oukJ bt the ewe. « mMor. d Its oomporwnt* (•). (b>. 
(c) and (d) »"» itJb)ect»d to comprw-tor* fon*. 

k- or n»movmi trom the mould! lor stomge In suitable 

^ prvforatty, hi norma! blister pack*. 

T u^m-d.a ^.^^..b. «n(J shape «d«pt^ tor director 

tf^UpondWtfeo^^ 

^ i^«rtftn ii convenient to uu lor the consumer 

to™, «M K «l «*«tW for W •» <*»• 

articJo. Tb« mas* of ©acTi *u<*i on artWe « oen^y , . _^ 

^ .„ drculT, oWc-Bk. w«h a dam** between 5 and 20 mm. 

^ ^Wk^^-»^^^^ ^ ^^^^ 

(overall vwtQrrt 200 mp) 
3» Oidof »r*c potaashMn 



„ Polyethylene tfycol WOO 
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10.0 
16.0 
B.0 
1.6 
190.0 

CHdoffm«c potwetum, rr-nrttol, talc, «*p*rtam and the erome ere mixed tor 5 mln, «irtod 
through a 0.5 mm mesh icmm and then mtaetJ again tor « rnla CRrtcaddand 
poty»thytene glycol are o*w*ved In purtBed weter. 7T»lomw*ynihrtui»oarTUInlno 
dWofenec pot*w»um etc It *v*pended tn the tatter equeou* eomtJon under Bthring. WHIe 
etfrtng, adequate afqw* of the euapemton art dhpwj^mamwIlywRhaplpattaln 
Maters, erjllfaavWWBre are dried at room lempwatumforlOrvTriadrtedMnHarf^nowbe 
removed from me bflrrtere and etored In ota*s oontalnem. WtemaBvory, the dried NWere 
may be eealed to obtain the finished product 

\ n ^^mk>^m^Ta^ta^\n6tt^T^^^^^^ n 9 oral coeaoe to™> 
of exernplee 2 to 5 are manofaaured 

(overai wotQttt 200.4 mg) 

mmnoitfen 
Dietofenec potaeehim 

Manntof . A 
!flr^nyfpyrrooo^ c 2.0 ^ ^ <<^ 

Citric edd 
Tate 

Aspartam 
Lemon aroroa 
Purlfted water 

Bmmnht fr Fff- m * tHna form oonMWfcin mo of Ketopra/an 

(overall weight 100 mg) 
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ComooriBon mg^QU 

K«toprof»n (^53 

fctannftot 162 - 3 
Pc*ypthy)»n« Q tyool 1>6 
Tito '"' 



MJntiiroma 



6.0 
1.6 



PurtfJtd w*t»r *W.O 

pwimtna 4- FtaT m " t fl n g rtwamw form ocnttriOhQ 3.Q mn Of NtofllPnta 
(ov*r«ll wttptit 100 mo) 



Composition 




Melatonin 


30 


Mannttol 


161.8 


Potytthyton* glycol 


1,6 


Tfclo 


16.0 


Aspert»m 


6.0 


Mint aroma 


1.B 


Purtn*d w«t#f 


150-0 



GQOQBBlitiflB . . 




DIdotwmc potwekim 


1Z.9 






Oetan gum 


2 


Potytihyton* glycol 


e 


ttfc 


16 


Aspartam 


6 


Mint «roma 


2 
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1 . A s<**d pharmaceutical dosage form for oral edmtmstreDon, oonettttng eeaentJaBy of 
(*) at least one active sukwtanoe, 

(b) a! least one flUer, 

(c) at teast one binding agent, and 

(d) optionally uwia) auxfilerte* 

which dosage form dWnt g j m w jwhcn taken Into the mouth wtthln l^steond *. 

2* A eoftd pharmaceutical dosage form for oml admlnJstratton sooortfing to dalm 1, 
oonetotfng eesentfaly of 

(a) ml lea*t or* active substance, 

(b) a M!»r, 

(c) a binding agent, and 
(^opflonaDy usual euxfflartee, 

whteh dosage form disintegrates when taken Wo the mouth within 15 seconds, 

3. A solid pharmaceutical dosage form for oral administration according to dalm 1, 
consisting eeaenfletty of a mixture of 

(a) at toaat one actlv* euhartanoe, 

(b) etteeetonof»er, 

(c) at toast one Wntfng agsnt and 

(d) optionally usual eutflarfes, 

*hteh dosage form dWntegratee when taken Into the mouth wflhin 15 aaoorxte, and 
which dosage form It manufactured wRhoiit applying any compreeston toroe to tha mbcture 
of the components (a). (b), (c) and (d). 

4, A solid pharmaceutical dosage form for oral administration according to dalm 1 . 
consisting essantleJIy of 

(a) at least one active substance, 

(b) at least one ffller saiectBd from the group consisting of marmJtol lactose, calcium 
phosphates, calcium sulphates, sucrose, glucose, fructose, sorbitol and xyfltol, 
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(c) ai least ona binding agent selected from the group conotoUng of polyethylene glycols, 
acada. tragacanth, «arch, oethitaae materials, pofyvktytpymrfktonaB, algJnJc ac*d or a salt or 
an aster thereof, oarTageenan oum> xenthan gum, gellen Bum and gelatin, and 

(d) optionally usual auxiiaiiaa. 

5. A solid pharmaceutical dosage form for oml administration according to dftfm 1. 
ooovivOng essentially of 

(a) at laast one active eubetanoe. 

(b) at leavt one oiler aetadad from tha group consisting of memftol lactose, caJolum 
phosphates, caldum sutphetee, auerose, gluooee, fructoee, aorWhri ami xyfitol, 

(c) ai to sat one binding agant selected from the group consisting of polyethylene gl yccta, 
carregeenan gum, xarthan gum. getten gum, starch, cattutow malsrtale, polyvinyl 
pynofldonee, alglnte erid or a salt or art aitar thereof, and gelatine, and 

(d) optionally usual auxllarta>. 

6. A solid pharmaceutical dosage teim for oral administration according to claim 1, 
constating essentially of 

(a) at least one tcthra sutetanoe, 

(b) a filler selected fmm the group oonslstlng of marmtol lactose, caldum phosphates, 
oaWurn sulphates, sucrose, glucose, fructoee, sorbitol and xytitol, 

(c) a binding agent ejected from the group constating of polywthylene glycol*, acacia, 
tmgaoanth, rtarch, cellulose matt rials, polyrfnytpyirolldones and aigWc acids, and 

(d) optionally usual aiadlartes. 

7. A eoikJ pharmaceutical dosage form for oral edmWstraHon according to claim 1, 
consisting essentially of 

(a) at least one active substance, 

(b) ro annrtot, 

(c> at least ona Wntlng agent selected from the group consisting of polyethylene glycol*, 
prtyvfnytpyrtoBdonee, canagee tmn gum, xanthan gum and gcllan gum, an d 
(d) optionally usual auxHarfoe. 

a. A aolld pharmacautical dosage form for oral administration acccrtSng to claim ^ ♦ 
consisting essentially of 
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(a) at least or>e ec«ve substance, 

(b) mannttol, 

(c) polyethylene glycol and gsBan gum. and 

(d) optionally usual auxillertta. 

0. A aofld pharmaceutical dosage form for oral ad mtnistrstton aocordbtg to any ona of ctaJmt 
1 to 8, wherein r_ 

: of at leas* « 



the filter (to) to present In an amount ~. -v-~ » * — v 

the Mrrtnga pent(e) (c) b (are) present In an amount ol from 0.1 up to 1 0 Welght»% ) . 
of the total dosage form. ™~ J ' / 

10. A soW pharmaceutical dotage form for oral administration aeeonfing to any one of 
drtme 1-8, wherein the composition contains aa usual suafflarte* (d) at least one lubricant 
and optionally other usual auxiliaries. 

11. A eoHd pharmaceutical dosage form for oral administration acoordng to daim 10, 
wherein the hibrfaint(s) used is (are) selected from the group consisting of talc 
hydrogens tad vegetable ofl and a behento add derivative. 

12. a aoKd pharmaceutical dosage form for oral adWrtstraBon accordng to cialm 10. 
wherein me only lubricant usad ts takx 

13. A ao»d pharmaceutical dosage form tor oral administration according to any one of 
claims 1 to 12, wherein the active eubstanoe Is selected tmm diclofenac katoprofan, 
Ibuproten, asplrtrv paracetamol, melatonin and pharmeoetJtfcaHy acceptable softs tharaof. 

14. A pmoass lor praparlng a solid pharmaceutical dosage forni for oral edmfntetratktff 
aooortflng to claim i, which prooess comprise* 

(A) preparing a suspension or solution which contains alt the components (a), (b), (o) and 
(d) of the doaaga form, 

(B) dispensing the suspension or solution into mouldy, corrseponding In aire and shape to 
that of the pharmaceutical dosage form, 
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(C) removing the eotvent without Applying afreere-drylng proceee, and 

(D) removing the drie d wits tor etofag* In euttatfe container! or eeainp thtm dJrectty Jn the 
moulds. 

15. The prooeae of dalm 14, wherein step (C) to eooo m p tah od ettrttr by evaporating Pie 
solvent at e temperature erf from 10 up to 90*C, optionaBy under reduced pneeeure, or by 

16. The prooees of daJrn 14. In which the eolveMueed fc* the pmparatfon of the euepenalon 
or eofcttton under (A) it water, embdur* of water and ethano*. or athanol. 

1 7. The procae* of dMm 1 4, in irfik* the eoNent ueed tor The preparation of the eutpeoeto n 
or eokitfon under (A) I* a mixture of water end etttanol 
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